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Herpes Zoster and Stroke: Implications for Therapy and Vaccination TO THE EDITOR-Langan et al [1] present convincing evidence that acute herpes zoster infection is associated with an increased risk of stroke in the following 6 months, that this risk is increased in herpes zoster ophthalmicus (HZO), and that antiviral therapy is partially protective. The use of the self-controlled case series method in their study increases its validity, as does the fact that their findings echo those of previous, less rigorous cohort studies. The accompanying commentary reviews the evidence that the increased risk of stroke after zoster may be due to direct infection and viral replication within arterial walls, with subsequent vascular damage and disruption of vascular flow resulting in cerebral ischemia or haemorrhage [2] . Antiviral therapy for zoster has long been known to reduce morbidity through reduction in rash and acute pain, and also in incidence and severity of postherpetic neuralgia (PHN) [3] . In the United Kingdom, therapy is currently recommended up to 72 hours after onset of rash, and only later than this in patients at increased risk of severe or complicated infection, as its benefit if started after 72 hours has not been clearly demonstrated [4] . In Langan and colleagues' study, patients were defined as having had antiviral therapy if this was prescribed in the 2 weeks after their zoster diagnosis, and no data are provided on actual timing of therapy within this period. Because the time course of vascular infection and subsequent anatomical changes may differ from the effect of the virus on nerves and skin, it is possible that late initiation of therapy may provide additional benefit in stroke risk reduction compared with effects on local symptoms and PHN, and further research in this area would be of major benefit in guiding national recommendations on timing of therapy.
Of the 11 997 patients who had firstever zoster and first-ever stroke or transient ischemic attack (TIA) during the study period, nearly half had had TIAs and were excluded from the analysis. Although a diagnosis of TIA may have been less robust than a stroke diagnosis using this methodology, it would have been useful to provide data on this group, because if we assume that TIAs and strokes in this context have similar pathogenesis, the observed effect of zoster on risk of cerebrovascular accident as a whole would have been even greater. Numbers of patients in the HZO group were very small, limiting the conclusions that can be drawn, and inclusion of patients with TIAs as their first episode may have added statistical power.
Finally, there are implications for zoster vaccination [5] . Current UK policy is to vaccinate all individuals between 70 and 79 years of age, delivering vaccine to 1 age cohort per year to ensure adequate vaccine supplies [6] . In the future, there may be a role for vaccination of younger individuals, or possibly using a process based on stratification of risk of cerebrovascular disease. Ultimately, avoidance of childhood varicella infection through universal vaccination may have the greatest impact on stroke and other acute vascular events in later life.
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